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Title of the Invention: 

EXTERNALLY APPLICABLE AGENT TO THE SKIN 

Abstract^ (Amended) 

1 

[Problems] 

This invention provides an externally applicable agent 
to the skin which significantly suppresses the skin irritation 
and also has excellent antiseptic and antifungal actions. It 
further provides *n externally applicable agent to the skin 
having a high stability. 

[Means for Resolution] | 

1 

This invention is characterized in containing 
phenoxyethanol and bisabolol. Preferably, the content of 



phenoxyethanol is 0.05-3.0% 
3.0%. 



and that of bisabolol is 0.01- 



Claims 



1. An externally applicable agent to the skin which i; 
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characterized in containing phenoxyethanol and bisabolol. 

2. The externally applicable agent to the skin according 
to claim 1, wherein the content of phenoxyethanol is 0.05- 
3.0% and that of bisabolol is 0-01-3.0%. 

3. The externally applicable agent to the skin according 
to claim 1 or 2, wherein an ultraviolet ray absorber and/or 
a metal ion sequestering agent are/is further contained 
therein. 

4. The externally applicable agent to the skin according 
to any of claims 1 to 3, wherein a moisturizer is further 
contained therein. 



Detailed Description of the Invention 
[Technical Field of the Invention] 

The present invention relates to an externally 
applicable agent to the skin and, more particularly, it relates 
to an externally applicable agent to the skin where antiseptic 
and antifungal actions are excellent and irritation to the skin 
is very little. 
[Prior Art] 

Many of cosmetics and externally applicable agent to the 
skin are composed of materials which are apt to be putrefied 
by microbes and, moreover, they are abundant in water and 
nutrients whereby microbes are apt . to grow therein. 
Accordingly, there have been widely used antiseptic agents such 

2 
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as parabens, sorbates, salicylates, dehydroacetates , 
benzoates, cat ionic active agents and phenols. 
O 0 *O However, when the product containing such an antiseptic 
agent is used by the person whose skin is sensitive especially 
around the eye where the skin is weak, there are some cases 
of causing a problem of skin irritation. Therefore, it is the 
current state that the adding amount of the antiseptic agent 
is made as little as possible. 
O-^On the other hand, there is another problem that, when 
the adding amount is reduced to suppress the skin irritation, 
a sufficient preservation effect is not achieved whereby 
antiseptic and antifungal actions are insufficient and there 
is a possibility of putrefaction and denaturation as a result 
of the secondary microbe contamination. 
[Problems that the Invention is to Solve] 

In view of the above-mentioned problems, the present 
inventors have carried out an intensive investigation for 
various chemicals and combinations thereof in order to develop 
externally applicable agents to the skin containing no much 
amount of parabens and still having excellent antiseptic and 
antifungal actions and, as a result, they have found that, when 
phenoxyethanol and bisabolol are jointly used, a broad 
antibacterial spectrum is achieved giving excellent antiseptic 
and antifungal actions with little skin irritation whereupon 
the present invention has been achieved. 



3 
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C 0pO &ThUB, an object of the present invention is to provide 
an externally applicable agent to the skin which significantly 
suppresses the skin irritation and also has excellent 
antiseptic and antifungal actions. 

C°E"T} Another object of the present invention's to provide 
an externally applicable agent to the skin having a high 
stability. 

[Means for Solving the Problems] 

The externally applicable agent to the skin according 
to the present invention i s characterized in containing 
phenoxyethanol and bisabolol. Phenoxyethanol (ethylene 
glycol monophenyl ether) is manufactured by addition of phenol 
to ethylene oxide in an alkaline solution followed by distilling 
and there are available Phenoxyethanol (Daiichi Kogyo Seiyaku; 
Lion), High Solv EPH (Matsumoto Kosho, , etc . in the market _ 
Bisabolol is one of sesquiterpene alcohols and is present in 
essential oil of flowers of chamomile and in lavender oil made 
in France. With regard to commercially available products, 
there are Chamilol (Iwase CoaphL and others), a-Bisabolol 
(Iwase Cosphar, Gokyo Sangyo and others), etc. 
CWtaln the present invention, it is preferred the content 
of phenoxyethanol is 0.05-3.0% and that of bisabolol is 
0.01-3.0%. 

C*0)<O " is also preferred that the externally applicable agent 
to the skin according to the present invention contains an 
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ultraviolet ray absorber and/or a metal ion sequestering agent. 
It is more preferred that a moisturizer is contained therein. 
Od) Q Examples of the ultraviolet ray absorber used in the 
present invention are ultraviolet ray absorbers of a benzoic 
acid type such as p-aminobenzoic acid; those of an anthranilic 
acid type such as methyl anthranilate; those of a salicylic 
acid type such as octyl salicylate, phenyl salicylate and 
homomethyl salicylate; those of a cinnamic acid type such as 
isopropyl p-methoxyeinnamate, octyl p-methoxycinnamate, 2- 
ethylhexyl p-methoxycinnamate, mono-2-ethylhaxanoic acid 
glyceryl p-methoxycinnamate and [4- 

bi s ( t rime thy 1 s i loxy ) methyl s i ly 1 - 

3-methylbutyl]-3,4,5-trimethoxy cinnamate; those of a 
benzophenone type such as 2 , 4-dihydroxybenzophenone, 2- 
hydroxy-4-methoxybenzophenone, 2-hydroxy-4-methoxy- 
benzophenone-5-sulfonic acid and sodium 2-hydroxy-4-methoxy- 
benzophenone-5-sulfonate; urocanic acid; ethyl urocanate; 
2-phenyl-5-methylbenzoxazole; 2- (2' -hydroxy-5' -methyl- 
phenyl)benzotriazole; 4-tert-butyl-4' -methoxybenzoyl- 
methane; etc. 

CT°*>^ Examples of the metal ion sequestering agent are alanine, 
sodium edetate, sodium polyphosphate and sodium metaphosphate. 

£oq )V\i n addition to the above-mentioned essential components, 
the externally applicable agent to the skin according to the 
present invention may also be compounded with materials which 

5 



03/13/02 WED 17:35 [TX/RX NO 7151] @]006 



MftR~i-S-2002 4v3TPri OBLOIS7~SPI VPK, ETC . 



NO. 598 P. 7 



are commonly used in pharmaceuticals, semi-drugs , cosmetics , 
etc* 

£^oo\^^With regard to a moisturizer, there are available 
polyethylene glycol, propylene glycol, dipropylene glycol, 
1,3-butylene glycol, hexylene glycol, glycerol, erythritol, 
diglycerol, xylitol, maltitol, maltose, D-mannitol, starch 
syrup, glucose, fructose, lactose, sodium chondroitin sulfate, 
sodium hyaluronate, sodium adenosine phosphate, sodium lactate, 
gallates, pyrrolidonecarboxylates, glucosamine, cyclodextrin, 
trehalose, etc. 

Cooy£^With regard to a lower alcohol, there are available 
methanol, ethanol, propanol, isopropanol, etc. 

Cfeo>4_^)With regard to an anionic surface-active agent, there 
are exemplified fatty acid soaps such as raw material for soap, 
sodium laurate and sodium palmitate; higher alkyl sulfates such 
as sodium lauryl sulfate and potassium lauryl sulfate; alkyl 
ether sulfates such as POE lauryl sulfate triethanolamine and 
POE lauryl sulfate sodium; N-acylsarcosines such as sodium salt 
of lauroylsarcosine; higher fatty acid amide sulfonates such 
as N-myristoyl-N-methyltaurine sodium, sodium coconut oil 
fatty acid methyl tauride and sodium lauryl methyl tauride; 
phosphate salts such as POE oleyl ether sulfate and POE stearyl 
ether phosphate; sulf ©succinates such as sodium di-2- 
ethylhexyl sulf ©succinate, sodium monolauroyl 

monoethanolamide polyoxyethylene sulf osuccinate and sodium 
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lauryl polypropylene glycol sulf osuccinate; alkyl 
benzenesulf onates such as sodium linear dodecyl 
benzenesulfonate, triethanolamine linear dodecyl 

benzenesulf onate and linear dodecyl benzenesulf onic acid; 
N-acylglutamates such as monosodium N-lauroylglutamate, 
disodium N-stearoylglutamate and monosodium N-myristoyl-L- 
glutamate; higher fatty acid ester sulfate salts such as sodium 
hydrogenated coconut oil fatty acid glycerol sulfate; sulfated 
oils such as Turkey red oil; POE alkyl ether carboxylic acids; 
POE alkyl aryl ether carboxylates; a-olefinsulf onates ; higher 
fatty acid ester sulfonates; secondary alcohol sulfate salts; 
higher fatty acid alkylolamide sulfate salts; sodium 
lauroylmonoethanolamide succinate ; ditr iethanolamine N- 
palmitoylaspartate; and sodium caseinate. 
0>°> 90 With regard to lipophilic nonionic surface-active agent, 
there are exemplified sorbitan fatty acid esters such as 
sorbitan monooleate, sorbitan monoisostearate, sorbitan 
monolaurate, sorbitan monolaurate, sorbitan monopalmitate, 
sorbitan monostearate, sorbitan sesquioleate, sorbitan 
trioleate, diglycerol sorbitan penta-2-ethylhexyloate and 
diglycerol sorbitan tetra-2-ethylohexyloate; glycerol 
polyglycerol fatty acids such as mono-cottonseed oil fatty acid 
glycerol, glycerol monoerucate, glycerol sesquioleate, 
glycerol monostearate, glycerol a,a'-oleate pyroglutamate and 
glycerol monostearate malate; propylene glycol fatty acid 

7 
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esters such as propylene glycol monostearate; hydrogenated 
castor oil derivatives; and glycerol alkyl ethers. 
Qo^With regard to a hydrophilic nonionic surface-active 
agent, there are exemplified POE sorbitan fatty acid esters 
such as POE sorbitan monooleate, POE sorbitan monostearate, 
POE sorbitan monooleate and POE sorbitan tetraoleate; POE 
sorbitol fatty acid esters such as POE sorbitol monolaurate, 
POE sorbitan monooleate, POE sorbitol pentaoleate and POE 
sorbitol monostearate; POE glycerol fatty acid esters such as 
POE glycerol monostearate, POE glycerol monoisostearate and 
POE glycerol triisostearate; POE fatty acid esters such as POE 
monooleate, POE distearate, POE monodioleate and ethylene 
glycol distearate; POE alkyl ethers such as POE lauryl ether, 
POE oleyl ether, POE stearyl ether, POE behenyl ether, POE 
2-octyldodecyl ether and POE cholestanol ether; POE alkyl 
phenyl ethers such as POE octyl phenyl ether, POE nonyl phenyl 
ether, POE dinonyl phenyl ether; pluarbnic type substances such 
as Pluronic; POE. POP alkyl ethers such a s POE . POP cetyl ether, 
POE. POP 2-decyltetradecyl ether, POE. pop monobutyl ether, 
POE. POP hydrogenated lanolin and POE. POP glycerol ether; 
tetjra-POE-tetra-POP ethylenediamine condensates such as 
tetronic; POE castor oil hydrogenated castor oil derivatives 
such as POE caster oil, P 0E hydrogenated castor oil, P0 E 
hydrogenated castor oil monoisostearate, POE hydrogenated 
castor oil triisostearate and POE hydrogenated castor oil 
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monopyroglutamate monoisostearate; POE beeswax lanolin 
derivatives such as POE sorbitol beeswax; alkanolamides such 
as coconut oil fatty acid diethanolamide, monoethanolamide 
laurate and fatty acid isopropanolamide; POE propylene glycol 
fatty acid esters; POE alkylamines; POE fatty acid amides; 
sucrose fatty acid esters; POE nonylphenyl formaldehyde 
condensate; alkylethoxy dimethylamine oxides; and trioleyl 
phosphate. 

[7p« )^3with regard to an amphoteric surface-active agent, there 
are exemplified amphoteric surface-active agents of an 
imidazoline type such as sodium 2-undecyl-N, N, N- 
(hydroxyethylcarboxymethyl) -2 -imidazoline and disodium 2- 
cocoyl-2-imidazolinium hydroxide-l-carboxyethyloxy; and 
those of a betaine type such as 2-heptadecyl-N- 
carboxymethyl-N-hydroxyethylimidazolinium betaine, lauryl 
dimethylaminoacetate betaine, alkylbetaine, amidobetaine and 
sulfobetaine. 

With regard to a cationic surface-active agent, there 
are exemplified alkyl trimethylammonium salts such as stearyl 
trimethylammonium chloride and lauryl trimethylammonium 
chloride; dialkyl dimethylammonium salts such as distearyl 
dimethylammonium chloride; poly (N, N' -dimethyl-3, 5- 

methylenepiperidinium) chloride; alkylpyridinium salts such 
as cetylpyridinium chloride; alkyl quaternary ammonium salts; 
alkyl dimethylbenzylammonium salts; alkylisoquinolinium 

9 
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salts; dialkylmorpholinium salts; POE alkylaraines ; alkylamine 
salts; polyamine fatty acid derivatives; aniyl alcohol fatty 
acid derivatives; benzalkonium chloride; and benzethonium 
chloride. 

C^iQwith regard to a water-soluble polymer, there are 
exemplified polymers of a vegetable type such as gum arable, 
tragacanth, galactan, carob gum, guar gum, karaya gum, 
carrageenan, pectin, agar, queens seed (Cydonia oblonga) , 
starch (rice, corn, potato, wheat) and algae colloid (brown 
algae extract); polymers of a microbe type such as dextran, 
succinoglucan and pullulan; polymers of an animal type such 
as collagen, casein, albumin and gelatin; polymers of a starch 
type such as carboxymethyl starch and methylhydroxypropyl 
starch; polymers of a cellulose type such as methylcellulose, 
nitrocellulose, ethylcellulose, methylhydroxypropyl 

cellulose, hydroxyethyl cellulose, sodium cellulosesulf ate, 
hydroxypropyl cellulose, sodium carboxymethyl cellulose, 
crystalline cellulose and cellulose powder; polymers of an 
alginic acid type such as sodium alginate and propylene glycol 
alginate; polymers of a vinyl type such as polyvinyl methyl 
ether, carboxyvinyl polymer and alkyl-modif ied carboxyvinyl 
polymer; polymers of a polyoxyethylene type; polymers of a 
polyoxyethylene-polyoxypropylene copolymer type; polymers of 
an acrylic type such as sodium polyacrylate, ethyl polyacrylate 
and polyacrylamide; polyethyleneimine; cationic polymers; and 



10 
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water-soluble polymers of an inorganic type such as bentonite, 
aluminum magnesium silicate, laponite, hectorite and silicic 
acid anhydride. 

0*0 w ^h regard to a neutralizing agent, there are available 
2-amino-2-methyl-l^p ropanol , 2-amino-2-methyl-i, 3-propane- 
diol, potassium hydroxide, sodium hydroxide, triethanolamine, 
sodium carbonate, etc, 

0*0 With regard to a P H adjusting agent, there are available 
lactic acid, sodium lactate, citric acid, sodium citrate, 
glycolio acid, succinic acid, tartaric acid, dl-malic acid, 
Potassium carbonate, sodium hydrogen carbonate, ionium 
hydrogen bicarbonate and sodium hydrogen phosphate. 

O'^Jith regard to an antioxidant, there are available 
ascorbic acid, a-tocopherol, dibutylhydroxytoluene, 

butylhydroxyanisole , etc. 

c«.*o»t«i « 9ard to an antibacterial agentr there ate 

available benzoic acid, salicylic .old. phenolic acid, sorbic 
acid, P-hydroxybenzoates, p-chloro-m-cresol, hexachlorophene, 
benzal.onium chloride, ohlcrhexidine chloride, 

trichlorocarboanilide, photosensitive dyes, etc. 
C^Hlth regard to a pharmaceutical agent, there are 
available vitamins such as vitamin A oil, retinol. retinol 
palmitate, inositol, py ridoxin9 hydrochloride, benzyl 
nicotinate, nicotinamide, D L -a-tocopherol nicotinate 
magnet™ ascorbate phosphate, vitamin D , (ergocalcif erol) 



11 
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dl-a-tocopherol, dl-a-tocopherol acetate, pantothenic acid 
and biotin; hormones such as estradiol and ethynylestradiol; 
amino acids such as arginine, aspartic acid, cystine, cysteine, 
methionine, serine, leucine and tryptophane; anti- 
inflammatory agents such as allantoin, glycyrrhetinic acid and 
azulene; whiteners such as arbutin; astringents such as zinc 
oxide and tannin; refreshing agents such as L-menthol and 
camphor; sulfur; lysozyme chloride; pyridoxine hydrochloride; 
y-oryzanol; etc. 
C^ M 7^ With re 9 ard to extracted liquids, there are available 
extract of Houttuynia cordata, extract of bark of Phellodendron 
amurense, extract of melilot, extract of Lamium album var. 
barbatum, extract of licorice root, extract of root of Paeonia 
albiflora, extract of Saponaris officinalis, extract of Luffa 
cylindrical, extract of bark of Cinchona ledgeriana, extract 
of Saxifraga stolonifera, extract of Sophora flavescens, 
extract of kouhone, extract of Foeniculum vulgare,, extract of, 
primrose, extract of rose, extract of root of Rehmannia 
glutinosa, extract of lemon, extract of root of Lithospermum 
arythrorhizon, extract of aloe, extract of rhizome of Acorus 
asiaticus, extract of leaves of Eucalyptus globules, extract 
of Equisetumarvense, extract of sage, extract of thyme, extract 
of tea leaves, extract of marine algae, extract of cucumber, 
extract of Eugenia caryophyllata, extract of Rubus incisus, 
extract of Melissa officinalis, extract of root of Panax 
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schlnseng, extract of root* of Dancus carota, extract of horse 
chestnut, extract of seeds of Prunus persica, extract of leaves 
of Prunus per$ica r extract of Morus bombycis, extract of 
Centaurea cyanus, extract of hamamelis, extract of placenta, 
extract of thymus, extract of silk, etc. 

above-listed pharmaceutical agents may be used in 
a free state. Alternatively, those which are able to form a 
salt may be used in a form of a salt with acid or base and those 
which have a carboxylic acid group may be used in a form of 
an ester . A lipophilic substance may be compounded within such 
an extent of being able to : be emulsified. 
C ao ^ with regard to a liquid fat/oil, there are available 
linseed oil, oil of seeds off Camellia japonica, macadamia nut 
oil, corn oil, mink oil, olive oil, avocado oil, oil of seeds 
of Camellia sasanqua, castor oil, saf flower oil, oil of seeds 
of Prunus ansu, cinnamon oil, jojoba oil, grape oil, sunflower 
oil, almond oil, rapeseed oil, sesame oil, wheat germ oil, rice 
germ oil, rice bran oil, cotton seed oil, soybean oil, peanut 
oil, tea fruit oil, primrose oil, egg yolk oil, cow's hind oil, 
liver oil, triglycerol, 'glycerol trioctanoate, glycerol 
triisopalmitate, etc. 
Cc ,< >3'Owith regard to a solid fat/oil, there are available cacao 
butter, coconut butter, palm oil, palm kernel oil, beef tallow, 
sheep fat, lard, horse fat, hydrogenated oil, hydrogenated 
castor oil, Japan wax, shear butter, etc. 
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C"**)Ow±th regard to a Wax, there are available beeswax, 
candelilla wax, cotton waic, carnauba wax, bayberry wax, wax 
of ±i>ota (Japanese privet j, whale wax, montan wax, rice bran 
oil, lanolin, reduced lanojjLin, hard lanolin, kapok wax, sugar 
cane wax, jojoba wax, shellac wax, etc. 
P'^With regard to an (ester oil, there are available 
octanoates such as. cetyl Utanoate; laurates SU ch as hexyl 
laurate; myristates SU ch as isopropyl myristate and 
octyldodecyl myristate; pil m itates such as octyl palmitate; 
stearates such as isocetyp. stearate; isostearates such as 
isopropyl isostearate; j isopalmitates such as octyl 
isopalmitate; ol.eates suci as isodecyl oleate; adipic acid 
diesters such as diisopropj/l adipate"; sebacic acid diesters 
such as diethyl sebacate; jdiiaostearyl malate; © t c. 
£>»-^With regard to a hydrocarbon oil, there are available 
liquid paraffin, ozocerit^, squalane, squalene, pristine, 
paraffin, isoparaffin, cerjesin, Vaseline, macrocrystalline 
wax, etc. !| 

£>^3 With regard to a silicone oil, there are available linear 
siloxanes such as dimethyl polysiloxane, methylphenyl 
polysiioxane and methyl hydrogen polysiloxane; and cyclic 



siloxanes such as octamethjjl cyclotetrasiloxane, decamethyl 
cyclopentasiloxane and dodejcamethyl cyclohexane siloxane. 
O^-O With regard to a stero^, there are available cholesterol, 
sitosterol, phytosterol, laWterol, etc. 
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£i>o3.r)if necessary, appropriate per fume, dye, etc. may be added 
to the externally applicable agent to the skin of the present 
invention within such an exjtent that transparency and stability 
are not deteriorated. • 

; 

[Examples] 

The present invention will now be specifically 
illustrated by way of th£ following examples although the 
present invention is not; limited to those examples only. 
Compounding amounts in the tables are those in % by weiqht 

(Example 1) ,! 

According to the '[ compounding components of the 
formulations #1 and #2 of Table 1, there were prepared creams 
of an oil-in-water typ6 (basic cosmetics) of various 
compositions where the concentrations of a-bisabolol and 
phenoxyethanol were different. 

£" ot) 3 ( LD To be 1003:6 specific,!! (2), (3) and (4) were dissolved in 
deionized water (1), the (solution was heated at 50°C, then 
(5) -(8) heated at 60°C were; added thereto and the mixture was 
stirred using a disperser.,: Further, (9) -(12) were added and 
the mixture was stirred well and cooled down to 35°C to prepare 
a cream. ! , • " ■ 

'i' ' 

.Table 1 

i Formula- Formula- 

f tion #1 tion #2 

(1) Deionized water J balance balance 



Materials 
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(2) AJLkyl -modified carbolxyvinyl 
polymer (Pemulen TR-;2; 

B. P. Goodrich) ■! 

'i 

(3) Carboxyvinyl polymer! 
(Hibis Wako 104; ! 
Wako Pure Chem) ' 

(4) Sodium 2-hydroxy- : 

4- methoxybenzophen.oiie- 

5- sulfonate 

(5) Liquid paraffin j 

(6) Squalane 

(7) Vaseline j 

(8) a-Bisabolol ' , 

(9) Potassium hydroxide ; 

(10) 1,3-Butylene glycol ,. 

(11) Dynamite Glycerol 

( 12 ) Phenoxyethanol 



0-1 



0.5 



1.5 
2-0 
4.0 



0-1 



0.5 



0.1 



1.5 
2.0 
4.0 



cf. Table 2 cf. Table 2 



10. 0 



10.0 



cf. Table 2 cf. Table 2 



Qoo^V^The creams prepared a!s such were subjected to antiseptic 
and antifungal tests. The 1 test method used was as follows. 

^0o<^i^ (Evaluation of Antiseptic and Antifungal Effects) 

Spores of fungi were inoculated in 10 4 cfu (colony forming 
unit) , ye$st previously incubated for 46 hours was inoculated 
in 10 4 cfu and bacteria previously incubated for 24 hours were 
inoculated in 10 6 cfu per 1 gram of the sample. After that. 
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numbers of 



survival microbe were confirmee} by means of 



incubation and subjected to the following two-stage 
evaluation. 

Thus, "o" is the case where the inoculated fungi were 
reduced to 100 cfu/g or less within four weeks, the inoculated 
yeast was reduced to 100 cfu/g or less within four weeks 
and the inoculated bacteria were reduced to 100 cfu/g or less 
within two weeks; and 

*x" is the case where inoculated fungi, yeast and bacteria 
did not reach the above-mentioned level of "o". 
£ 0 o^yy:hG evaluation for xN o" was given to the case where all 
of fungi, yeast and bacteria satisfied those conditions and, 
wh$n even one of the microbe types did not satisfy the conditions , 
that was evaluated as %x x". 
[3°^^ ^Result of the evaluation test for antiseptic and 
antifungal effects is shown in Table 2- Both formulations #1 
and #2 gave the result of Table 2. 
/^OD^S^As will be apparent from Table 2, antiseptic and 
antifungal effects of the creams were found to be satisfactory 
when phenoxyethanol and a-bisabolol were compounded together. 



Table 2 




A: a-Bisabolol; B: Phenoxyethanol 
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Then,, 43 kinds of cteams of the formulations #1 and 43 
kinds of creams of the formulation #2 which were evaluated as 
"o" in Table 2 were allowed to stand for one month at 50°C and 
observed to evaluate the stability of the creams. 

The 43 kinds of the creams of #1 did not show separation, 
etc. even after one month and their stability was good. The 
43 kinds of the creams of #2 showed better stability than those 
of #1 and, even after two; months, no change was noted. 
C^°V^3 In addition/ with rtegard to both creams of #1 and #2, 
even panelists having sensitive skin did not feel skin 
irritation at all. 
0>*£t>3 (Example 2) 

Oil-in-water type emulsions (basic cosmetics) were 
prepared according to the compounding components of Table 3. 
C eo -^0 < 8 > " < 13 ) were added to pure water (15) and heated at 7 0°C, 
a composition which was prepared by dissolving (6), (7) and 
(14) in (l)-(5) followed by heating at 70°C was added thereto 
and the mixture was subjected to a preliminary emulsif ication. 
The emulsified particles- were further made homogeneous, 
deaerated, filtered and cooled to give an Oil-in-water 
emulsion. 

O^-SV) Antifungal and antibacterial effects of the prepared 
oil-in-water emulsion were as high 1 as those of the creams of 
Example 1. Skin irritation was very little as well. 
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Table 3 



Materials 

(1) 
(2) 
(3) 
(4) 
(5) 
(6) 



Stearic acid 
Cetyl alcohol 
Vaseline 
Squalane 

Glycerol tri-2-ethylhexanoate 
oc-Bisabolol 

(7) Sorbitan monooleate 

(8) Dipropylene glycol 

(9) PEG 1500 

(10) Phenoxyethanol 

(11) Bark of Phellodendron amurense 

(12) Triethanolamine 

(13) Sodium 2-hydroxy-4-methoxyben;>ophenone- 
5-sulfonate 

(14) Perfume 

(15) Pure water 



Formulation 
2.0 
1.5 
4.0 
5.0 
2.0 
0.1 
2.0 
5.0 
3.0 
0.3 
0.1 
1.0 
1.0 

q. s. 

balance 



t -" — ' (Example 3) 

Cosmetic lotions were manufactured according to the 
compounding components of Table 4 . 
CPortJ < 2 >' ( 3 )' (5), (6), (8) and (12) were dissolved in 

pure water (15) at room temperature, a composition prepared 
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by dissolving (4), (7), (9), (13) and (14) in ethanol (10) was 
added thereto and the resulting mixture was dissolved by 
• stirring and filtered to prepare a cosmetic lotion. 

ifungal and antibacterial effects and stability of 
the cosmetic lotions prepared as such were as high as those 
of the creams of Example 1 and their skin irritation was very 
little as well- 



Table 4 
Materials 

(1) Dipropylene glycol 

(2) 1,3-Butylene glycol 

(3) PEG 1500 

(4) POE.POP Decyl tetracjecyl ether 

(5) Citric acid 

(6) Sodium citrate 

(7) a-Bisabolol 

(8) EDTA. 3Na . 2H 2 0 ! 

( 9 ) Phenoxyethanol 

(10) Ethanol 

(11) 3HMethyl-3-methoxybutanol ; 

(12) Sodium 2-hydroxy-4-methoxybenzophenone-. 
5-sulfonate : 

(13) Dye 

(14) Perfume 

(15) Pure water 



Formulation 
3.0 
2.0 
2.0 
0.5 
0,02 
0.06 

0.3 

0.01 

0.1 

5.0 

3.0 

0.1 

q- s . 
q. s . 
balance 
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(Example 4) 

Essences were manufactured according to the compounding 
components of Table 5. 

^ (4) and (5) were dissolved in pure water (15), then (1), 

(2) and (11) were dissolved therein successively and a 
composition prepared by a "successive dissolving of (7)- (10), 
(12), (13) and (14) in ethanol (3) was added thereto to give 
a microemulsion. 

Finally, (6) was dissolved in a part of pure water (15) , 
the solution was added to the above and the resulting mixture 
was stirred, deaerated and filtered to give an essence. 

C?°6 0 Antifungal and antibacterial effects and stability of 
the resulting essence were as high 4s those of the creams of 
Example 1 and the skin irritation was very little as well, 

C™*^ Table 5 

Materials Formulation 

(1) Dipropylene glycol 5.0 

(2) PEG 400 5.0 

(3) Ethanol 10,0 

(4) Carboxyvinyl polymer 0.3 

(5) Sodium alginate 0.3 

(6) Potassium hydroxide 0.15 

(7) ct-Bisabolol 0,15 

(8) POE Sorbitan monostearate 1.0 
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0.5 
0.5 

o.x 

0.2 
0.3 

q. s . 
balance 



(9) Sorbitan raonooleate 

(10) Oleyl alcohol 

(11) Sodium 2-hydroxy-4-methoxyben Z ophenone- 
5-sulf onate 

(12) Phenoxyethanol 

(13) Extract of Sapindus mukuxosi 

(14) Perfume 

(15) Pure water 

[Advantages of the Invention] 

According to the present invention or, in other words, 
when phenoxyethanol and a-bisabolol are compounded with an 
externally applicable agent to the skin, it is now possible 
to provide an externally applicable agent to the skin where 
the stability is excellent showing no separation upon being 
allowed to stand at high temperature and skin irritation is 
very much suppressed in spite of the fact that the agent has 
a strong suppressing action to all microbes such as fungi, 
yeasts and bacteria. 

[>*<?Oln addition, when an ultraviolet ray absorber and/or a 
.-etai ion sequestering agent are/is f urther Compounded 
therewith, it is possible to provide an externally applicable 
agent to the skin having far higher stability. 
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|] [SUBJECT] 

fef$MM&$i£>X$\ffll>^ t^o Skin external preparation which suppresses the 

mmmnti\mfitz^.m9\-mn skin irritation extremely and has potent 

SAW'S r^Aiitttf) ' nn '' 3 ' tor y effect against overall microbes is 

m^&mKm\*m%-tZ>o furthermore, skin external preparation with a 

high stability is provided. • 

[Mfc^m [SOLUTION] 

7i/^f $ y—jvt fc'f* i$ A phenoxy ethanol and bisabolol are contained. 



"£W*fiO. 0 5~3. 0%, 

tr-y-^n— A-co-a Wikte o . o 

1~3. 0 %-e& 3 L 



It is characterized by the above-mentioned. 
The content of a phenoxy ethanol is 0.05- 
3.0%. As for the content of bisabolol, it is 
desirable that it is 0.01-3.0%. 



[CLAIMS] 
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[CLAIM 1] 

A phenoxy ethanol and bisabolol are contained. 

Skin external preparation characterized by 
the above-mentioned. 



#0. 05-3. 0%-Cfe«5, 
bff-xKp— /KD-a^S^^O. 0 
1-3. 0%ffe551tSrW 

■t-SIS*^ 1 ~ff 3 ©V vf 



[CLAIM 2] 

The content of a phenoxy ethanol is 0.05-3.0%. 

The content of bisabolol is 0.01-3.0%. 

Skin external preparation described in Claim 
1 characterized by the above-mentioned. 



a sequestering 



[CLAIM 3] 

A ultraviolet absorber and/or 
agent are contained. 

Skin external preparation given in Claim 1 or 
Claim 2 characterized by the above-mentioned. 



[CLAIM 4] 

A moisturizer is contained. 

Skin external preparation given in any 1 of 
Claim 1 - Claim 3 characterized by the above- 
mentioned. 

[DETAILED DESCRIPTION OF INVENTION] 



[0 0 0 1] 



[0001] 



[0 0 0 2] 



[INDUSTRIAL APPLICATION] 

This invention concerns on skin external 
preparation. 

Specifically, it relates to skin external 
preparation which is excellent in the potent 
inhibitory effect against overall microbes and 
has very little skin irritation. 

[0002] 



[PRIOR ART] 

Many of cosmetics 



skin external preparation 
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consists of the raw material which tends to 
receive the deterioration by microorganisms. 
And since it is rich in water content or nutrient, it 
is easy to grow microorganisms. Therefore, as 
preservative, parabens, a sorbic acid salt, a 
salicyte, dehydro acetate, benzoate, a cation 
activator, phenols, etc. are used widely 
conventionally. 



[0 0 0 3] 

ffi<£ Lit tf>fi % Art\ 

<d & i: 5 # *> s 



[0003] 

However if the human of the sensitive skin uses 
that which blended these preservative, 
especially to the part with the weak skins, such 
as the surroundings of an eye, it may produce 
the problem of a skin irritation. Therefore, it is 
the present condition to cut down the additional 
amount as much as possible. 



[0 0 0 4] 

mm*m est 

Mk # & &b ft V ^ t V n 5 Fp^JH # to 
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[0004] 

On the other hand, when reducing an additional 
amount in order to restrain a skin irritation, there 
is a problem that sufficient preservation effect 
does not go up. 

The potent inhibitory effect against overall 
microbes is inadequate. 

There is fear, such as a decomposition * 
change, to a secondary micro-organism 
contamination etc. 



[0 0 0 5] 



[0005] 



[PROBLEM ADDRESSED] 

These inventors take the above problem into 
consideration. It inquired zealously about 
various chemicals and its combination so that 
skin external preparation excellent in the potent 
inhibitory effect against overall microbes should 
be developed, without using parabens so much. 

As a result, a phenoxy ethanol and bisabolol 
are combined and used. It found out that 
although skin irritation is little, it obtains the wide 
antimicrobial spectrum, and excels in the potent 
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So 



inhibitory effect against overall microbes, 
comes to complete this invention. 



It 



[0 0 0 6] 
[0 0 0 7] 



[0006] 

Namely, this invention aims at providing skin 
external preparation which suppressed the skin 
irritation extremely and was excellent in the 
potent inhibitory effect against overall microbes. 

[0007] 

Furthermore, this invention aims at providing 
skin external preparation with a high stability. 



[0 0 0 8] 



[0008] 



mum, /^y/vT' 

EPH (-ry* hSjg) 



[SOLUTION OF THE INVENTION] 

Skin external preparation of this invention 
contains a phenoxy ethanol and bisabolol. 

It is characterized by the above-mentioned. 
Phenoxy ethanol (ethylene glycol monophenyl 
ether) is prepared by adding phenol to an 
ethyleneoxide in an alkali solution, and by 
distilling it. 

As commercial goods, there are a phenoxy 
ethanol (Dai-ichi Kogyo Seiyaku Co., Ltd., lion), 
highsolve EPH (matsumoto trade), etc. 

Moreover, bisabolol is one of sesquiterpene 
alcohols and is present in the essential oil of the 
flower of a camomile, and lavender oil made in 
France. 

As commercially available goods, "kamilol" 
(Iwase "kosfer" etc.), (alpha)- bisabolol (Iwase 
"Kosfer", Gokyo Sangyo, etc.) are mentioned. 
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[0 0 0 9] 

(D^mitO. 0 5~3. 0% 
tfO. 0 1~3. 0%-Cfe5© 
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[0009] 

Here, the content of a phenoxy ethanol is 0.05- 
3.0%. 

It is desirable that the content of bisabolol is 
0.01-3.0%. 



[0010] 

Moreover, as for skin external preparation of 
this invention, it is desirable to contain a 
ultraviolet absorber and/or a sequestering 
agent. It is more preferable to contain a 
moisturizer. 



[0011] 

As the ultraviolet absorber used for this 
invention, benzoic acid-based ultraviolet 
absorbers, such as a p aminobenzoic acid, 
anthranilic acid-based ultraviolet absorbers, 
such as anthra mill acid methyl, salicylic acid- 
based ultraviolet absorbers, such as a salicylic 
acid octyl, phenyl salicylate, and salicylic acid 
homo methyl, cinnamic acid-based ultraviolet 
absorbers, such as para methoxy cinnamic acid 
isopropyl, a para methoxy cinnamic acid octyl, a 
para methoxy cinnamic acid 2- ethylhexyl, di- 
paramethoxy cinnamic acid mono 2- ethyl 
hexanoic acid glyceryl, [4- bis (trimethyl siloxy) 
methyl silyl- 3-methylbutyl]-3,4,5-trimethoxy 
cinnamic acid ester, benzophenone-based 
ultraviolet absorbers, such as 2,4- dihydroxy 
benzophenone, 2- hydroxy- 4-methoxy 
benzophenone, 2- hydroxy- 4-methoxy 
benzophenone- 5- sulfonic acid, and 2- 
hydroxy- 4-methoxy benzophenone- 5- sodium 
sulfonate, urocanic acid, a urocanic acid ethyl, a 
2- phenyl- 5- methyl benzoxazole, A 2-(2'- 
hydroxy- 5'- methylphenyl benzotriazol, 4-tert- 
butyl- 4'-methoxy benzoyl methane etc. are 
mentioned. 
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[0012] 

As sequestering agent, there are an alanine, an 
edetate sodium salt, sodium polyphosphate, 
metaphosphoric acid sodium, etc. 



[0013] 

In addition to above-mentioned main 
components, the raw material used to a 
pharmaceutical, a quasi-drug, cosmetics, etc. in 
general () can be blended arbitrarily into skin 
external preparation based on this invention. 



[0014] 

As moisturizer, there are polyethyleneglycol, a 
propylene glycol, a dipropylene glycol, 1,3- 
butylene glycol, a hexylene glycol, glycerol, an 
erythritol, a diglycerine, a xylitol, maltitol, 
maltose, D-mannitol, a water candy, glucose, 
fructose, lactose, chondroitin sulfate sodium, 
hyaluronic acid sodium, the adenosine sodium 
phosphate, a sodium lactate, a bile salt, a 
pyrrolidone carboxylate, glucosamine, a 
cyclodextrin, a trehalose, etc. 
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[0 0 16] 
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[0015] 

There are methanol, an ethanol, a propanol, an 
isopropanol, etc. as lower alcohol. 



[0016] 

As an anionic surfactant, for example, fatty acid 
soap, such as the substrate for soap, sodium 
laurate, and palmitic acid sodium, longer alkyl 
sulfuric ester salts, such as a sodium lauryl 
sulfate and the lauryl sulfuric acid K, alkyl ether 
sulfuric ester salts, such as POE lauryl sulfuric 
acid triethanolamine and POE sodium lauryl 
sulfate, N-acyl sarcosine acids, such as lauroyl 
sarcosine sodium, higher fatty acid amide 
sulfonates, such as N-myristoyl- N-methyl 
taurine sodium, palm tree oil fatty acid methyl 
taurid sodium, and lauryl methyl taurid sodium, 
phosphoric acid ester salts, such as POE oleyl 
ether sodium phosphate and POE stearyl ether 
phosphoric acid, sulfo succinic acid salts, such 
as a di- 2- ethylhexyl sodium sulfosuccinate, a 
monolauroyl monoethanol amide 

polyoxyethylene sodium sulfosuccinate, and a 
lauryl polypropylene glycol sodium 
sulfosuccinate, alkylbenzene sulfonates, such 
as a linear dodecylbenzene sodium sulfonate, a 
linear dodecylbenzene sulfonic acid 
triethanolamine, and a linear dodecylbenzene 
sulfonic acid, higher fatty acid ester sulfate 
ester salts, such as N-acyl glutamates, such as 
N-lauroyl monosodium glutamate, N-stearoyl 
glutamic acid disodium, and N-myristoyl- L- 
monosodium glutamate, and hardening palm 
tree oil fatty acid glycerol sodium sulfate, 
sulfated oil, such as Turkey red oil, POE alkyl 
ether carboxylic acid, POE alkylallyl ether 
carboxylate, (alpha)- olefin sulfonate, a higher 
fatty acid ester sulfonate, a secondary alcoholic 
sulfuric ester salt, a higher fatty acid alkylol 
amidosuifuric acid ester salt, the lauroyl 
monoethanol amide sodium succinate, N- 
palmitoyl aspartic acid di-trtiethanol amine, a 
casein sodium, etc. are mentioned. 
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[0017] 

As a lipophilic non-ionic surfactant, for example, 
sorbitan fatty acid ester, such as a sorbitan 
mono oleate, a sorbitan monoiso stearate, a 
sorbitan mono-laurate, sorbitan mono palmitate, 
a sorbitan mono stearate, a sorbitan sesqui 
oleate, a sorbitan tri oleate, a penta- 2- 
ethylhexyl acid diglycerol sorbitan, and a tetra- 
2- ethylhexyl acid diglycerol sorbitan, glycerol 
polyglycerol fatty acids, such as mono 
cottonseed oil fatty acid glycerol, mono erucic 
acid glycerol, sesqui oleic acid glycerol, glyceryl 
monostearate and (alpha)'(alpha)-oleic acid 
pyro glutamic acid glycerol, glyceryl 
monostearate malic acid propylene glycol fatty 
acid ester, such as a monostearin acid 
propylene glycol, hardening castor oil 
derivative, glycerol alkyl ether, etc. are 
mentioned. 
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[0018] 

As a hydrophilic non-ionic surfactant, for 
example, POE sorbitan fatty acid ester, such as 
POE sorbitan mono oleate, POE-sorbitan mono 
stearate, POE-sorbitan mono-olate, and POE- 
sorbitan tetra oleate, POE sorbitol fatty acid 
ester, such as POE-sorbitol mono-laurate, 
POE-sorbitol mono oleate, POE-sorbitol penta 
oleate, and POE-sorbitol mono stearate, pOE 
glycerol fatty acid ester, such as POE-glycerol 
mono stearate, POE-glycerol monoiso stearate, 
and POE-glycerol triiso stearate, POE fatty acid 
ester, such as POE mono oleate, POE 
distearate, POE mono dioleate, and an ethylene 
glycol distearate POE alkyl ether, such as POE 
lauryl ether, POE oleyl ether, POE stearyl ether, 
POE behenyl ether, POE2- octyl dodecyl ether, 
and POE cholestanol ether, pOE alkylphenyl 
ethers, such as POE octyl phenyl ether, POE 
nonylphenyl ether, and POE dinonyl-phenyl 
ether, "pulalonic" types, such as a "bullonic " 
POE*POP alkyl ether, such as POE*POP cetyl 
ether, POE*POP2- decyl tetradecyl ether, 
POE*POP monobutyl ether, POE*POP 
hydrogenation lanolin, and POE*POP glycerol 
ether, tetra POE* tetra POP ethylenediamine 
condensates, such as tetronic, pOE castor oil 
hardening castor oil derivatives, such as POE 
castor oil, POE hardening castor oil, POE 
hardening castor oil monoiso stearate, POE 
hardening castor oil triiso stearate, POE 
hardening castor oil mono pyro glutamic acid 
monoiso stearic acid diester, and POE 
hardening castor oil maleic acid, alkanol amide, 
such as POE beeswax * lanolin derivatives, 
such as POE sorbitol beeswax, palm tree oil 
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P O E 7 =^7i -jV^ — y- 
/K POE^;=/V7i=/Vx 
— =Tf\,<§<n P O E a: 

^V7P = y^I3S, PO 
E • POPtf/Vx-fyi/, P 
O E • P O P 2 JUT h 7 

y^i/jV^L— tvK POE • PO 

pty/f/i/x-f/K po 

E • POPTK^^y PO 

e • pop^yty y^— r/w 

^CDPOE • POP7;^;H 
h7POE h7POPxf 

uy^T^yM^ poe 
t^y^ POEMt^yft, 
poESi-fht-^^tt^-y << 

T71/-F, POE«t-7y 
ffi FHV^f7l/-h, PO 

:n*7VK POESI-ffct-v^jft 
-7 W :/@|^<D POEt vyjft 

®Hfct-*'v'JfiifaSft, poEy 

/Hf y h 5 7n5/fOPOE 5 
• 7/ y -f^ 
ift»i-yx^y-^7? K, 
^^y ^^y^^y-y^T^ 

b\ JIM^y^D/V-^7 
^ Kf«7;^y-^7 5 H\ 
POE7°n tvy^y =— /u|g 
Iffi|fe3:;*^/K POE7;^ 
7$^ POEjj§JM7 5 K\ 
yallffilx^fyK POE 
y x/l/7ix;|/^A7;l'ft 
K$fB-£#K T/U^r/^ h^-^v 1 

y ^t^^v h\ hy^- 



fatty acid diethanol amide, a lauric acid 
monoethanol amide, and fatty acid isopropanol 
amide, POE propylene glycol fatty acid ester, 
POE alkylamine, POE fatty acid amide, sucrose 
fatty acid ester, POE nonylphenyl formaldehyde 
condensate, alkylethoxy dimethyl amine oxide, 
tri oleyl phosphoric acid, etc. are mentioned. 



[0 0 19] 



[0019] 

As an amphoteric surfactant, for example, 
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(3\ 2 -->>x->/V-N, N, 
N- (t Yn^i/=sL^)Vli flsHfr 

2- ^ 5^y*y-">i=sb Kndf 

im k— i -*/W7j?df-^^-u 

3- >2^- h y •j'A^o, ^ 

9^y, T/w3vw<^^ r 

[0020] 

/i^ h y y ^-/l-tv^-^^a^cd 
T/i^/u h y y ^vwr ? 

^r^^y-i^ M^y 
(n, N'-v'y 3, 5- 

y- f;^yy;l/7 ^^e- ? i» 
7/Wy^y!J^^ 

POE7^^7^, T/W^r 

^7?yi, # y 7 s suites* 

7 5/U7/l^-vWjJ§Jj£ 



imidazoline-based amphoteric surfactant, such 
as 2- undecyl- N,N,N-(hydroxyethyl 
carboxymethyl )-2- imidazoline sodium), and 2- 
cocoyl- 2- imidazolium hydroxide- 1- carboxy 
ethyloxy disodium salt etc., and betaine-based 
surfactants, such as 2- hepta deci roux N- 
carboxymethyl- N-hydroxyethyl imidazolinium 
betaine, lauryl dimethylamino acetic acid 
betaine, an alkylbetaine, amido betaine, and a 
sulfobetaine, etc. are mentioned. 



[0020] 

As a cationic surfactant, for example, alkyl 
trimethyl ammonium salts, such as a stearyl 
chloride trimethyl ammonium and a chlorinated 
lauryl trimethyl ammonium, alkyl pyridinium 
salts, such as a distearyl chloride dimethyl 
ammonium dialkyi dimethyl ammonium salt, 
chlorination poly (N.N'- dimethyl- 3,5- 
methylene piperidinium), and a cetyl chloride 
pyridinium, alkyl quaternary ammonium salt, an 
alkyl dimethylbenzyl ammonium salt, an alkyl 
iso quinolinium salt, a dialkyi morpholinium salt, 
POE alkylamine, an alkylamine salt, a 
polyamine fatty acid derivative, an amyl alcohol 
fatty acid derivative, a benzalkonium chloride, a 
benzethonium chloride, etc. are mentioned. 



[0 0 2 1] 



[0021] 
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94^/* 

5vH?/Vp— ^ h p-fr/VP 
J*, t Kp ^r^^^A-ir/l/P — 

^.■fe/vp-^^g?^- h y 

^/U^^v^^^lz-fe/VP — 
^ b y *A Jf^^A-p-;*, 
-ir p — <d± ;v p — ^ 

i^^T/i^v^- h y ^ 
T/^yl/p tru^y p — 

/K ^/U/K^^e^/i^y -v — , 

y^-^©tf~>^ji55H\ # 
y ^^i^tfy t^r^P 

tfu^fi-g^K^H 1 , #y 

rtv/i'Wti- h y ^ ^y ^ 
fvi/T ^ y k xvt? y 

)VT % Ym<DT 2 y 

^y^i^-f^ 
*-v#y-r*-, ^ K 



As a water soluble polymer, plant type polymer, 
such as gum arabic, a gum tragacanth, a 
galactan, a carob gum, guar gum, karaya gum, 
a carrageenan, pectin, an agar, a quince seed 
(quince), a starch (rice, maize, a potato, wheat), 
and algae colloid (brown alga extract), 
microorganisms type polymer, such as a 
dextran, a succinoglucan, and a pullulan, 
animal type polymer, such as a collagen, 
casein, albumin, and gelatin, starch type 
polymer, such as a carboxymethyl starch and a 
methyl hydroxy propyl starch, cellulose type 
polymer in a methyl cellulose, cellulose nitrate, 
an ethyl cellulose, a methyl hydroxy propyl 
cellulose, a hydroxyethyl cellulose, cellulose 
sodium sulfate, a hydroxy propyl cellulose, 
sodium carboxymethylcellulose, a crystal 
cellulose, the end of a cellulose, etc., alginic 
acid-based polymer, such as a sodium alginate 
and an algin acid propylene glycol ester, vinyl- 
based polymer, such as a polyvinyl methyl 
ether, a carboxy vinyl polymer, and an alkyl- 
modified carboxy vinyl polymer, Acrylic type 
polymer, such as polyoxyethylene-based 
polymer, polyoxy ethylene polyoxypropylene 
co-polymerization system polymer, sodium 
polyacrylate, the poly ethylacrylate, and a 
polyacrylamide, and inorganic type water 
soluble polymers, such as polyethylene imine, a 
cation polymer, a bentonite, the magnesium 
aluminum silicate, laponite, a hectorite, and a 
silicic acid anhydride, etc. are mentioned. 
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[0 0 2 2] 

2-^^/V-1-7°p/nV- 
/K 2-7;7-2-^f;U- 
1, 3-^o^yi/t-/K 7k 

[0 0 2 3] 

h y ^> $s&**7>^r= 
y ygakKt-r- h y VJ±m 



[0022] 

As neutralizing agent, there are a 2- amino- 2- 
methyl- 1- propanol, 2- amino- 2-methyl- 1,3- 
propanediol, potassium hydroxide, sodium 
hydroxide, a triethanolamine, sodium 
carbonate, etc. 



[0023] 

As pH regulator, there are lactic acid, a sodium 
lactate, a citric acid, sodium citrate, glycolic 
acid, a succinic acid, tartaric acid, dl-malic acid, 
potassium carbonate, sodium 

hydrogencarbonate, an ammonium 
hydrogencarbonate, a sodium hydrogen 
phosphate, etc. 



[0 0 2 4] [0024] 

H&itPjltMk LTte, 7*=i/w As antioxidant, there are an ascorbic acid, 

fcf VB£, a - F37id —/v, (alpha)- tocopherol, dibutyl hydroxy toluene, a 

v^^Ou fc K n h /ujc >\ butylated hydroxyanisole, etc. 



[0 0 2 5] 



[0025] 

As antimicrobial, there are a benzoic acid, a 
salicylic acid, carbolic acid, sorbic acid, paraoxy 
benzoate, the para chloro metacresol, a 
hexachlorophene, a benzalkonium chloride, 
chlorinated chlorhexidine, a trichlorocarbanilide, 
a photosensitive element, etc. 



[0 0 2 6] [0026] 

Mfflk LT(4, k*^ 5 >"A?ft % As a chemical agent, vitamins, such as vitamin 
\s=f- y — /u N /<)V^=f- v=f- A °''» a retinol, a palmitic acid retinol, an inosit, a 

pyridoxine hydrochloride, a nicotinic acid 
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[0 0 2 7] 

y ^- k y = y ^ 

jx — # y x^r-^^ap^, 
^/y/^x^r^^ f'a^v^xSf 



benzyl, a nicotinamide, a nicotinic acid DL- 
(alpha)- tocopherol, ascorbic acid magneshium 
phosphate, the vitamin D 2 (ergocalciferol), a 
dl-(alpha)- tocopherol, an acetic acid dl-(alpha)- 
tocopherol, pantothenic acid, and a biotin, 
hormone, such as an estradiol and the ethynyl 
estradiol, amino acids, such as arginine, 
aspartic acid, cystine, cysteine, methionine, 
serine, a leucine, and tryptophan, anti- 
inflammatory agents, such as an allantoin, a 
glycyrrhetic acid, and azulene, skin whitening 
agents, such as an arbutin, astringents, such as 
a zinc oxide and tannic acid, refrigerants, such 
as L- menthol and camphor, a sulfur, a 
lysozyme chloride, a pyridoxine hydrochloride, a 
(gamma)- orizanol, etc. are mentioned. 



[0027] 

As various extract, the Hottuynia cordata 
extract, the phellodendron bark extract, the 
meliloti extract, the Lamium album extract, a 
liquorice extract, the peony extract, the 
Saponaria officinalis extract, the loofah extract, 
the cinchona bark extract, the strawberry 
geranium extract, the Sophora flavescens 
extract, the candock extract, the fennel extract, 
primula extract, the rose extract, the rehmannia 
root extract, the lemon extract, a daughter root 
extract, the aloe extract, calamus extract, 
eucalyptus extract, field horsetail extract, the 
sage extract, the thyme extract, the tea extract, 
the sea weed extract, the cucumber extract, the 
clove extract, the raspberry extract, the melissa 
extract, ginseng extract, carrot extract, horse 
chestnut extract, the peach extract, peach leaf 
extract, mulberry extract, "yaguruma" 
chrysanthemum extract, a hamamelis extract, 
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placenta extract, a thymus extract, a silk extract, 
etc.are mentioned. 



[0 0 2 8] 

5 0 



[0028] 

Moreover, an above medicine is used in the free 
state. Also the thing in which a salt formation is 
possible can be used with the type of the salt of 
an acid or a base. Moreover that which has a 
carboxylic acid group can be used in the form of 
the ester. As a lipophilic material, it can blend in 
the range which can be emulsified. 



[0 0 2 9] 

*#ittu *SlliltK *£?liu TO 
£JtfK WIS 

iry ^is&5 0 



[0029] 

As liquid fats and oils, linseed oil, camellia oil, 
macadamia-nut oil, the corn oil, mink oil, olive 
oil, avocado oil, Camellia sasanqua oil, a castor 
oil, safflower oil, apricot kernel oil, Cinnamon oil, 
a jojoba oil, grape oil, sunflower oil, almond oil, 
a rapeseed oil, the sesame oil, wheat embryo 
oil, rice embryo oil, Rice bran oil, cottonseed oil, 
a soy bean oil, peanut oil, tea nut oil, evening 
primrose oil, egg yolk oil, a neat's-foot oil, liver 
oil, a triglycerol, tri octanoic acid glycerol, triiso 
palmitic acid glycerol, etc. are mentioned. 



[0 0 3 0] 



mm, mm, m<t 



[0030] 

As solid fats and oils, there are cacao butter, 
palm tree oil, palm oil, palm kernel oil, beef 
tallow, mutton tallow, lard, a horse fat, hardened 
oil, a hardening castor oil, Japan tallow, a shea 
butter, etc. 
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[0 0 3 1] 
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[0031] 

As waxes, there are beeswax, candelilla wax, 
cotton wax, a carnauba wax, a bay berry wax, 
an ibota cera, a spermaceti wax, montan wax, a 
rice bran wax, lanolin, reduction lanolin, rigid 
lanolin, kapok wax, sugarcane wax, a jojoba 
wax, a shellac wax, etc. 



[0032] 

As ester oil, octanoic acid ester, such as an 
octanoic acid cetyl, lauric acid ester, such as a 
hexyl laurate, myristic acid ester, such as an 
isopropyl myristirate and a myristic acid octyl 
dodecyl, palmitic acid ester, such as a palmitic 
acid octyl, Stearic acid ester, such as stearic 
acid isocetyl, iso stearic acid ester, such as an 
iso stearic acid isopropyl, iso palmitic acid ester, 
such as an iso palmitic acid octyl, oleates, such 
as an oleic acid iso decyl, adipic acid diesters, 
such as an adipic acid diisopropyl, sebacic acid 
diesters, such as a sebacic acid diethyl, a malic 
acid diisostearyl etc. are mentioned. 



[0033] 

As hydrocarbon oil, there are a liquid paraffin, 
an ozokelite, squalane, a squalene, a pristane, 
a paraffin, an isoparaffin, a cerecin, vaseline, a 
micro crystalline wax, etc. 
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[0 0 3 4] 

>\ Kx^^ 5vWv^ D^^r-y- 



[0034] 

As a silicone oil, chain-like silicone, such as a 
dimethyl polysiloxane, a methylphenyl 
polysiloxane, and a methyl hydrogen 
polysiloxane, cyclic silicone, such as an 
octamethylcyclo tetrasiloxane, deca methyl 
cyclopenta siloxane, and dodeca methyl 
cyclohexa siloxane, etc.are mentioned. 



[0 0 3 5] [0035] 

^rn-^Htlt =iU7,y- There are cholesterol, sitosterol, phytosterol, a 
p o/^^p —jv, 7 ^ lanosterol, etc. as sterol. 



[0 0 3 6] 



[0036] 

Furthermore, a suitable flavor, a pigment, etc. 
can be added to skin external preparation of this 
invention depending on the need in the range 
which does not impair transparency and a 
stability. 



[0 0 3 7] 



[0037] 



[0 0 3 8] 



[Example] 

An Example is referred below and this invention 
is specifically demonstrated. 

However, this invention is not limited only to 
these Example. 

The compounding quantity in a table shows 
weight %. 

[0038] 

(Example 1) According to prescription #1 of 
Table 1, and the blending component of #2, 
O/W type cream (basic cosmetics) of various 
composition with which (alpha)- bisabolol differs 
from phenoxy ethanol concentration was 
produced. 
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Row (left to right): Raw material, Prescription #1-2 

Column (top to bottom): Ion exchange water (balance, balance), alkyl-modified 
carboxyvinylpolymer, carboxy vinyl polymer (highvis Wako 104: Wako Junyaku), 
Sodium 2-hydroxy-4-methoxybenzophenone-5-sufonate, Liquid paraffin, 
squalane, Vaseline, (alpha) -bisabolol (See table 2, See table 2), caustic potash, 
1,3-butylene grycol, dynamite glycerin, phenoxy ethanol (See table 2, See table 
2) 



[0039] 

Specifically, (2), (3) and (4) are dissolved to an 
ion exchange water (1), and it heats at 50 
degree C. 

After heating (5)- (8) at 60 degree C at this, in 
addition, it stirred by disper. 

Furthermore, (9) - (12) are added. After 
carrying out sufficient stir, it cooled to 35 degree 
C and cream was produced. 



[0040] 
[Table 1] 



01/12/19 



20/29 



(C) DERWENT 



JP1 0-27941 7-A 



DERWENT 
* 

THOMSON SCIENTIFIC 



[0 0 4 1] 
[0 0 4 2] 

g fcfc 9 1 0 4 cfu 

(colony forming unit), 4 8 Bflffi 
h9^*©»#S: 1 0 4 cfu, 2 4 
B#P^ltijt£*©M£ 1 0 6 cfu 



[0041] 

About produced cream, the preservation from 
decay anti-mould examination was performed. 

The test method was based on the following 
procedure. 

[0042] 

(Evaluation of a potent inhibitory effect against 
overall microbes ) 104cfu (colony forming 
unit) inoculation of the spore of mold was 
carried out per 1g of samples. 104cfu 
inoculation of the yeast of incubation 48 hours 
before was carried out. 106cfu inoculation of the 
bacteria of incubation 24 hours before was 
carried out. The number of time-passed survivor 
microorganisms is confirmed by incubation. 

The following 2-step evaluation was 
performed. 



o 


»abfcfl8^4aWPl 0 Ocfu/gfilTCtt^ 

«aLfc»S*t4SKT 1 0 0cfu/g&TC«^ 


X 





Circle: Inoculated mould reduced into 100cfu/g in 4 weeks 

Inoculated yeast reduced into 100cfu/g in 4 weeks 

Inoculated bacterial reduced into 100cfu/g in 4 weeks 

X: Inoculated mould, yeast bacterial did not meet the level of the circle above. 



[0 0 4 3] [0043] 

0©ffNffite, it IffllO Evaluation of Circle is considered as the case 

f/<t©^#^ifc Ltc^^ t where the conditions of all of mold, yeast, and 
U fc^-ioi^t: bacteria are satisfied. 

Evaluation was made into when this 
condition was not satisfied with a kind of 



p?{ffifi xtLfco microorganisms even if, either. 

[0 0 4 4] [0044] 
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P5J$WM?)}W:(Dt¥i$PZW$vW: : & The evaluation test result of a inhibitory effect 

H 2 {ZTjkir o t£ is, # 1 , #2 against overall microbes is shown in Table 2. 
(D\^fith^:2(D^^zb^^o ln addition, any of #1 and #2 became the 

^ result of Table 2. 



[0 0 4 5] 



[0045] 

Table 2 showed that when both (alpha)- 



; esr?szc$ /—/Vt a — t'if^K bisabolol is combined with a phenoxy ethanol, 



the inhibitory effect against overall microbes of 
cream is excellent. 



[0 0 4 6] 
[^2] 



[0046] 
[Table 2] 
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A : a -ff^P^/K B : 7 A: (alpha)- bisabolol, B: Phenoxy ethanol 
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[0047] 

Next, it was left for 1 month at 50 degree C 
using the 43 kinds #1 prescription which was 
evaluation of Circle in Table 2 and 43 kinds of 
cream of #2 prescription. It observes. 
The stability of cream was evaluated. 



[0048] 

Even when 43 kinds of cream of #1 leaves for 1 
month, without it produces an separation etc. It 
excelled about the stability. 

43 kinds of cream of #2 has better stability 
than #1. It was changeless in any way also 
after 2 months. 



[0049] 

Moreover, each of 43 kinds of cream of #1 and 
#2 did not give a skin irritation at all to even the 
panelist of the sensitive skin. 



[0 0 5 0] 

mmm2) a* 3 ©be-s^k: 

[0 0 5 1 ] 

mm* (1 5) m (8) ~ (1 

3) 0°CCW1L 

tzMm^s (1) ~ (5) &flp 

fmm\^ith<o\z. (e) (7) 

(14) %MtlX7 0°ClCp^ 
[0 0 5 2] 



[0050] 

(Example 2) According to the blending 
component of Table 3, the O/W type milky lotion 
(basic cosmetics) was produced. 

[0051] 

The composition which adds (6), (7) and (14) to 
that which heat-dissolved (1)-(5), and adjusts to 
70 degree C is added to the composition which 
adds (8) - (13) to the purified water (15), and 
carried out heating adjustment at 70 degree C. 
Preparatory emulsification was performed. 

Furthermore it degasses, filters and cools, 
after making an emulsification particle uniform 
by the homo mixer. The O/W type milky lotion 
was produced. 



[0052] 

The inhibitory effect against overall microbes 
and the stability of a O/W milky lotion which 
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K^^^t/^^ttfi, MMM 1 were produced are high like cream of Example 
(Op y — A t ffl^iM < ^7c^ 1- Moreover, skin irritation was extremely few 
&!*mm&hftfflzmtoX&ft similarly. 
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[Table 3] 
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4. 0 
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5. 0 


(5) 




2. 0 


(6) 




0. 1 


(7) 




2. 0 


(8) 




5. 0 


(9) 


PEG1 5 0 0 


3. 0 


(10) 




0. 3 


(11) 




0. 1 


(12) 




1. 0 


(13) 




1. 0 








(14) 




mm 


(15) 







Row (left to right): Raw material, Prescription 

Column (top to bottom): stearic acid, cetyl alcohol, Vaseline, squalane, grycero 
tri-2-ethylhexanoic acid ester, (alpha) -bisabolol, sorbitan monoester oleate, 
dipropylgrycol, phenoxy ethanol, Phellodendron amurense, triethano amine, 
sodium 2-hydroxy-4-methoxybenzophenone-5-sufonate, perfume (suitable 
amount), purified water (balance) 



[0 0 5 4] [0054] 

(MWi$\3) f£4 ©BBa'fifc^K: (Example 3) The skinjotion was produced 

according to the blending component of Table 4. 
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[0 0 5 5] 
flMSbk (1 5) (d (1) (2) (3) 
(5) (6) (8) (1 2)£^ifi 

9 J -A' (10) \Z. ( 4 ) ( 7 ) 
(9) (13) (1 4) %®ML 

[0 0 5 6] 



[0055] 

The composition which dissolved (4), (7), (9), 
(13) and (14) in ethanol (10) to the composition 
obtained by dissolving (1), (2),(3), (5), (6), (8), 
(12) at a room temperature to the purified water 
(15). It stirs, solubilizes * filters. 
The skinjotion was produced. 



[0056] 

The inhibitory effect against overall microbes 
and the stability of a skinjotion which were 
produced are high like cream of Example 1. 
Moreover, skin irritation was extremely few 
similarly. 
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[Table 4] 
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3. 0 
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3. 0 


(12) 


2-t r DtSM-jf >V* 1iJ>-$- 


0. 1 








(13) 




MS 


(14) 


m 




(15) 


mm 





Row (left to right): Raw material, Prescription 

Column (top to bottom): dipropylene grycol, 1,3-butylene grycol, 
POE/POPdecyltetradecylether, citric acid, Sodium citrate, (alpha) -bisabolol, 
Phenoxy ethanol, Etahnol, 3-methyl-3-methosybutanol, Sodium 2-hydroxy- 
4methoxy benzophenone- 5-sufonate, pigment (suitable amount), 
perfume(suitable amount), purified water (balance) 



[0 0 5 8] [0058] 

i^MMffl 4)^5 (DWL&jfcftlz. (Example 4) Essence was produced according 

ffi^X^^y±>x%WSkl>t£ 0 t0 the lending component of Table 5. 

[0 0 5 9] [0059] 

SStK (15) (4) (5) £ The composition obtained by sequentially 

m%Ltz(Dh, (1) (2) (1 dissolving (7) - (10), (12) (13), and (14) in 

1) ^WiKMM^XWzU^ ethanol (3), is added to a composition obtained 

taV/Kq) im7) b y dissolving (4) and (5) in purified water (15), 

~ M n( n o) |o and dissolves (1), (2) and (11) sequentially. 

k i v k l 4) k i 6 ) (i Micro emulsifies was carried out. 

4) mwxmzisxmcmf&m 

itLtz 0 
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[0 0 6 0] 

mm^-^omm^ (15) k 

(6) WLIil^tt, « 
[0 0 6 1] 

[0 0 6 2] 
[*5] 



[0060] 

Finally, (6) is dissolved a partial purified water 
(15). It is added and stirred, degas it and this is 
filtered. 
Essence was produced. 

[0061] 

The inhibitory effect against overall microbes 
and the stability of a skinjotion which were 
produced are high like cream of Example 1. 
Moreover, skin irritation was extremely few 
similarly. 



[0062] 
[Table 5] 
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Row (left to right): Raw material, Prescription 

Column (top to bottom): dipropylene grycol, ethanol, carboxy vinyl polymer, 
sodium alginate, potassium hydroxide, (alpha) -bisabolol, POE sorbitan 
monoester stearate, sorbitan monoestreoleate, oleyl alcohol, Sodium 2- 
hydroxy-4-methoxybenzophenone-5-sufonate, phenoxyethanol, Spindus 
mukurossi extract, perfume(suitable amount), purified water (balance) 
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mm?. ? * / * i/^- 9 j t 

a - t'if Jj? P — ^ £ BE-g-f 5 w 

5o 



[EFFECT OF THE INVENTION] 

According to this invention, a phenoxy ethanol 
and (alpha)- bisabolol are blended with skin 
external preparation. There is no separation 
even by high temperature neglect. It excels in a 
stability. 

And the strong blocking effect is shown 
overall organisms, such as mold, yeast, and 
bacteria. Nevertheless, skin irritation was 
suppressed extremely. Skin external 
preparation can be provided. 



[0 0 6 4] 



[0064] 

Furthermore, skin external preparation with 
much higher stability can be provided by 
blending a ultraviolet absorber and/or a 
sequestering agent. 
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